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HAAEE

scDbS4 75 —DERT %

i o5

AFEL, BEHY 1 7R 5 4 (single chain diabody; scDb)> 4 75 1) —RK®
ZFOERAEICET %, 2. ARBHETEZEBY A PRT 454 75 ) —2HEK
TEEEF R REBEFEBDLRIANRI S — LRI, ZNh 5 DIERAEI
BIL. 52, FEEFICLDI—FEThBEATTF FIZBT %,

(=B5ts:4 i)

BRAHPIRIHET 5 I P TE 2L RHEEIR(BIZIE. ZREMEDR(BsA
b) NE B2 H. MR E P REERME L 2 2MEOEKRASBT BN TERTDH
%o ZREMTURZ, FIZIE BERMBRSTTAVWOhIBEZEELT 2RI
FMATHILDPTED, Blb. SREMTARO—F OB 28R FOBRRIG%H
EZELRWBSOLE b7 HEETEHLIIE. FLTHI—FOBEEELT S
BERLICH U TRET S KD ICHRET L. HELCBEZHERZ N UTHET 5 (1
Z . Hammerling et al., J.Exp.Med. 128: 1461-1473 (1968)). F/-. LHiFE
WEfifk 2 25 DR 2 IR PR D FREBWTIC BV TR T 2 HE S MEI T3 (So
ngsivilai et al., Clin.Exp.Immunol. 79: 315 (1990)). EDZ SHTIC BN THER]
SN D REMTRIE. P12, Fitko—F ORbIEEEERZEMT 2 LD
WWEREIE . TR —h—cH e T2 LD ICEREI S h A (B2 Le
Doussal et al., Int.J.Cancer Suppl. 7: 58-62 (1992); Le Doussal et al., J.

Nucl.Med. 34: 1662-1671 (1993); Stickney et al., Cancer Res. 51: 6650-665
5 (1991)),
X5, WRAE AIZIESMECTT 2 BEOMIBEAE R EDBERIIBNT
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LREMTAZRIAT 2 HED SN T WS (Segal et al., Chem. Inmunol. 47:
179 (1989); Segal et al., Biologic Therapy of Cancer 2(4) De Vita et al.
eds., J.B.Lippomcott, Philadelphia (1992) p.1; Hseih-Ma et al., Cancer Re
s. 52: 6832-6839 (1992); Weiner et al., Cancer Res. 53: 94-100 (1993)),
e, ZREETRE T oMz R T ERZ2HET 2L CEIT252 88
T & % (Shalaby et al., J.Exp.Med. 175(1): 217 (1992); de Liji et al. ”Bis
pecific Antibodies and Targeted Cellular Cytotoxicity”, Romet-Lemonne, Fa
nger and Segal Eds., Lienhart (1991)p.249; Clark et al. "Bispecific Antib
odies and Targeted Cellular Cytotoxicity”, Romet-Lemonne, Fanger and Sega
1 Eds. Lienhart (1991)p.243; Kroesen et al., Cancer Immunol.lmmnother. 3
7: 400-407 (1993); Kroesen et al., Br.J.Cancer 70: 652-661 (1994); Weiner

et al., J.Immunol. 1562: 2385 (1994)). Z DM, Z4FRMUKRIR. MHEZRER
MEEV2Fo 072280 e UTHRIA LGS U, B ORE (FI 2L,
HIV, 4 7 o¥, RERSIOERGE U ZMEZEN L UT)DWEHA.
fE~EROEMm. XU, MRRARERANAEECREEAT I EDICHF
322D TE2(Tanger et al.. Eik)o

ek, SRRET®RE. (DERZBEEZET 2TROREMielt) > h—
W2 & 2425w 72 > 2 (Paulus, Behring Inst.Mitt., 78:118-132 (1985)).
(2)ERZE 70— FNHREZWT 24 7D F—<HIlEORA (Millstein
and Cuello, Nature 305: 537-539 (1983)). KTM(3)E&2E/ 7 n—JF )Lk
OB K BB G T (4 BEEOBET) DO~ v A EHEIEME X = o EME
RHMAND M VA7 = a2 nich < R EMEO—ME 20 B (Zinmer
emann, Rev.Physio.Biochem.Pharmacol. 105: 176-260 (1986); Van Dijk et al.,

Int.J.Cancer 43: 944-949 (1989))%FDAHEICL D EEINTE =,

A4 7HRT 4 (Db)id. BEFREIEIC K D#EEEX Wz Zfi(bivalent ) DH KM A
T& % (P.Holliger et al., Proc.Natl.Acad.Sci.USA 90: 6444-6448 (1993). EP
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404,097 5, W093/11161 5% )o #'14 PHF 4 &, 2ERKDE Y X7F RElD SRR
SNBTAI—=THD, RI)RTF F#HIFZEL. 7 UHP TR EHEE (L)X
CESETEFEEH(E) 2, EWICHEETERVLCEN, fIZiE, sBEREDY
PHREEVREESINTND, AR R7F rEECI—-REhB VL &V
& ROBDY) > h—DRN=DBRBEVER T Z 7 A2 MscPv)ZEHT 52 &
DR T ZBEREERT 2720, 1 7RF 1k 2 DOHBRESHLEET 52
Llird, TOLE2DODERRDHUR(a. b)IZXF 2 VL & VH % Via-Vib & VLb-
VHa DFEDLETEBRERED ) U A —TRALZ D OZRRICRIIE 2 & 5
Db & LTHhWENEo R EM Db Z LR EMTURO—FETH %,

FIADEET
SRR D IS BN Tl 2TREOBORASDEE 3D BB, BEND
SR Db AD 0% B E Do —F. 7P —UHES 4 TS ) AT
HUR £ DRISIE & D BT ORET 2BRT 5 ik, FUREAHME sy &
UTHRRE ¥ 3 72010 VI & VL % 15 BRBRED ) ¥ i — e LTRE S ¢ 3.0
BHHBo COXDHRLDFEAMIZ LD BIRINE7 7 —VHitkS 4 75 1)
— 13RO sclv @ VH & VL % R sebb & LT RIBE €3 kDIl ) > H—
DEE% schv OREUCBEL X3 15 BEBEDOSOH 5. Db OEBE AL
T2 S BEREDEX D) AR B DD PR 7 > TN AR

DBELRY, —FENET B 2 L RETH 5 7

REHIC LD, FIRB ISR scdb 54 75 1) — OSSN Do A%
P BN, ASEIM Db TR AEETE 3 L5, 2 DDER HHE(a. b)ic
3% VL & VH % VLa-Vib-VIb-VHa OJEIC, VHb & VLb ORI 15 BEL_ED Y o
A—TREARZEBRE UTRBE S (EU. AFEMWE VLa, VHa, VLb, VHb %
OREEBOEF CHRESNG & OTRAN) o ABFETE. =0 L5 K~
7% F$4(VLa-VHb-VLb-VHa) % %332 ~HEM: scDb 51 75 V) —% scbv D7 7
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—VSA4 TIN5 —fEEIC L W ERT B LW TED, BB, 2 DOFUK

A (Via & VHa)Z 22— R332 X7 LA F FHGIREBRUIMEMNZET2 ) >~

H—TREIEN =BT RN 2 DOOPURAZEEE(VLD & VH) 22— F3 35X 7

LVAF RBEEW) A= L higidh, IE#EEZI—-RRT2XI7VAF RO

Y h— AT N TOARWIICHIRERUIEEMAI 26 T 28 EFZAN. 2hb

ZHIRRETUHE L%, Via & VHa ORI VIb KO VHb b3k h 3 & 5 i

/B, KERHIE, COLDHRTHEME scDb 54 75V —OMERITMA. 375

HBICHWEZERT. ZFRICLVBONZEEF. CThoDBREFESHHRE

Ry —F RS A T — R FREFCLDI—RENBRTF R

AT 5,

F . ARPTE. FUREDORETERE I scfv @ VH & VL 7 ZREME scD

b & UT—RHUETHERSEIABL LT, 77 —VHk> 4 73 ) =580

SV U K o CTERMEUETIRY 0— 2 % —E U TEHHIRADRENRY ¥ —IC

BT HEERET B, & DEICR. AR |

(1) 200G TEEEE I— F L, —H QYRR 28I & M5 OhuRT 248
BOHIIREERVIMIENZE T2 ) A—TRHIENTWSEEF.

(2) Vo h—ICHIEREETMHALD 2 DU EEETZ e 25ME 32 (1)
HHOBET

(3) 2D00HEAEEEHO—FPEHEUEEHTH b, M7 P EHER R T
H5 (1) £k (2) BHBOBEBETF.

(4) 2 OOPUKAEEHSENY » H—THEN TS Z L EHHULT D
(1) ~(3)nTFhrHoBET.

(5)Zowm%ﬂﬁﬁﬁ%:—Fb\%@ﬁ%ﬁ%@%%ﬂ%%&%ﬁ%bt
BAET

(6) 2 DOOPATEREIBO—ANEHEAIEEBETH D, {7 DEH T EEET
% (5 )R OBEF
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(7) 200HKRWEEEZ I— FTHEEFHEVY Y A-THENTWS Z
CERBHETS (5) F2E(6)EHOEEETF.
(8) 4->DHAWEMEEZI— R L. 1 HEOHKTEERL 2 FH 0P
ZREHOM. RO 3 HFHOHURTZEIR L 43 H 0Pk el Z 8o M i fl
PR R IWHENI B EE T2 Z L 2R E 7 286

(9) 1/EL 2HHOWMGKMEEBOB LG 3HE & 4FE OHUKIZE R D
BIHEN) v h—THENh. 2%H L 3HEOHTREHEBOMA RN
VA—TRIEhTW2Z L aR#ME T2 (8) EHOEEF.

(10) 4 o0FkTEREEIE—OWRICH T2 B EEE, F—OHRIC
9 BRI A . ORI T2 EETEEE. FETONRIKC
MY AEETAENTH D (8) £kiE (9) HHOERT.

(11) BE—DHRICH T 2FHUEHER. B _OPURIIN T 2 EETZE R,
BRI T 2 RETEEER, B OYURICH 2 EFETARED
JBIZEATWS (10) idoEETF.

(12) UTOIBZEGISEMEHEY S 7HRT 1 —2 32— N T 5 EFOME
T

(a) (1) ~ (4) ZHONWT N OERT Z RS TUHET 5 THE.

(b) (5) ~ (7) ELHDOWITNHIPOREETEHIRBRERCTUEYT 2 THE, KT

(c)D)OILRBTHERLERETE, (a) D TETHER L Z&EFOMICHEAT
RN

Z B LTI

(13) (1) ~(11) WFh»rORLHOERFICXDI—FINBHRTF K,

(14) (1) ~ (11) onwFhriBoBETFE2ESLHRT A 75 ) —,

(15) UTOIRZEOTRS A 75 ) —XIZHBENDT & —DIERTTE.

(a)BE—DPURICH T 2R 2 M e BT 2%, FIRERIMIzET
EWN V=L WESG LRk 7— 24 75 ) 2R T 5 Tk,
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(b) &= DHIE I T 2 BRI 4N & BT AFEAEV ) L — TN,
ZNZNOEEEHD ) > =DM U TR WANC HIREE R IR A D A7
LTWBHR7 7 —V 54 75 ) —&{ERT % L.
() a) BB THEBRLET 7—V54 75 ) =BT 77—V 74 T5 VY —
5 PR h e WA S 7 SRR T 2 GIRR LS T 3 T,
(d) PRI IC L D BB NET S VAV M ESAF—varvT ez licd b,
DRI T 5 BN A 254 L ERA A O BIC, B OBRICH
T2 BRI L BRI EA I NE T T YA MR T BT
.
(16) UFOIEESHHAS 1 75 ) —XdHB T & —OIEFIT
(2) (1) ~ (4) TROVWT NP OBIET % HIRESE CUE T 5 TR,
(b) (5) ~ (7) BROVWFNDOEET & HIERECUEY 2 TR, KT
() (D) DTRCHR LI &ETFE, () D TRETER L BIETOMICHAT
RN
(17) UFOTBRESLHERS £ 75 ) —XUIRE7 & —DIERH
()HURIC AT 2 IR AT 2 AR » T 2N . BIRBESRYIMTERAIAS 2 DL
FEETZREVWI AL DA LERET 7 — V54 75 ) —% Rk
5T,
(D) L7 7=V 54 750 —XBEKT 7—V 54 75 ) —b SREBS N
R SDRET 2 HIERETLET 2 TR, &
(c) FEMLERIZ L DRBNETSTAY M EENVTISAF—VarT bz bic
L. AEFHEOY Y A—EEN) VA2 T H TR, B
(18) (1) ~ (11) WFrhrEHOMETEELHRRAY & —
B89 %,
ARBIOF HIE. “HEE scDb O&A S T —HREM sclb (fZ1F, ALY
N7 R T B DEFI QR D ALESEET S scDbRY) DAYV —= 7
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CHIBHTE Do

RFED scDb =4 75V —DIERAEE BT, AIZIE FTRLIICRT X
S, PRA Z 48 L -SOBIES D> 5 VI-VH QJRIC DRWEZHER 7 7 —9 5
47N —BEET D, kT r—V 54 750 —d. AHDHFEICHE> THE
THZEDBTED(FIZIE McCafferty et al., Nature 348: 552-554 (1990); C
lackson et al., Nature 352: 624-628 (1991); Marks et al., J.Mol.Biol. 22
2: 582-597 (1991)&5H),

Bz T 3R LT, aRREZE T RehR e, aRRIEEZE
SRVWABETHR(NTT U 2E50)PEIT 65, EHE. RUATF R, SHE
. . IBESSRA2WENTRE UTEIT O N REFITBNT, Ficht
R MERT 2 MEOEEIEREI N R V. BMZRET DAV R L
T BECEI VTR R 2 DD EMOSTFICHEIRAEEIRE T LS
AHETH D, s BRIV ZNLOWFZANTS Lo ZEBRD L S RIE
EEAFEHRE UTHWSHA. Ihs Ok (FIZ IR ZEROMIEAMEE)
ERWDODEE LV, £y EEESFEMERE EICRERT 2z R
ETBILHTED. COXIRAMIIIRAESE VS A > &)dk. K=k
FHME R Biic X D IEBBATFERIAT 5 LD WS hEARRTH D ES,

THREEM Db . PERMS N TN 2 RS TR L ERICHER TN TES
BDTH Do TITEOEWRERN L LT, BIZIE —H Oz EsEHighR%
BT B LI U, A PHIREEM EFHR T 2T ERMT B LD ICEkETT 2
ZEDTED, TOHA. BEMEFR L UTidF Z1E 0D15, p18s™™, 1DI10(E
M B D). p97. EEHMDEE. OVCAR-3. L-DICKEEEE). A S YA MRIEHILVEY
7 o2, BGF 2754k, CAMAL. Movi8. CD19. EMHfaR:#E > F(neural cell ad
hesion molecule; NCAM). EE2#:&# H'& (FBP). AMOC-31 (pan carcinoma assoc
iated antigen). Id-1. CD22. CD7. CD38. CEA Z@IRT B LW TE 2, Fi
MEEMZEHET 2072 LTid, FeyRIL CDI6, (D3 &EEZEF LI LHTE
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%, £l FLROMBEREEMZFET 20 AR T FIZE PR=20 VY
YDA IWN-a. EXA7PNVADAS FMEQOBRLFBEGTHLIICDb Z28REIT 2
CLHTED, COLDIRTHEME DD IFEDOWERICBWVTURICERNTH %0

X, ZHFEEDDE7I X ML LTIERATH S, I Z2<DY1 b
A VRERTEFEXEIANT O ZEFREZERLTED, VAV RPEETE2
SR Ko T EBRZEAT 2 MO - AEFEL L THREAKY VIV EE
ZI9BEIWRBEEZONT VWS, 2T, COLIRZEBEKERHRT 2%E
HICHEEGTATREEDV K. VAL RICX3ZBERO_ERbEEHRTE, 7
ZAMDbEhiEB,
%@%@:%EﬁDbtbfﬁ\UNMO&U?»ﬁU$277&—ﬁE%éb\
ZORER, VYRS A PRAD U ESA AT PN I—)VICERT B Db &,
WEOEREIT BRSO, Q)BHERBRHE L THWES. 747
>y tPA. WPAZIZHEA T3 Dby (3)LDL R UF Fe &R (FeyRI, FeyRII &/=i F
cy RIIDSFICHA L ABREAREZ MIBREZEERA~FE T2 Db, (4)D3%D T
feLoHREe, HOV, 1 > 7V, HIVEORREOHR Z2RMT 2 R4
BERRIZAWE S Dby (5)EE O I WS 2 @SR & T0TUBE, DPTA, /N>
TV EOHRHTRER MBI EEEE T Db, ()77 F o PVany e LT
AW 5 Db(Fanger et al., Crit.Rev.Immunol. 12: 101-124 (1992)%&%)\ S
CIT(T)RWICBWTHERLE LT Igh, BEYTE~)VA X2 ¥ —E(HRP),
FITC. B-HZ 7 b —EEDOMIBTRRMEL, TIVEY 7z F 2, VYT
FREFv, YTRAZ U RAP, CEASEHIRE T3 Db BT o5ND, L LD
5. RFEMAD Db IFZINBIZREI NS D TR

RIEHRZ AN CHYREALEMZ BT 25, FIZIE. YTURX NARY —,
K@ T AT NEOEME ARG HEHATZIEDBTES, /. in vitrol
BONTIUNEREGELT 2L TER, ZOR, RBLI N BYOERE
FeX ) UNERARICEE N AR E 2 — R T2 NA 2, BRADFE(FIZIX. TikE
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BNV E O - P EETICRENCHES T2 LD TELXILATF Y
O—7EzAWSTE)CI D BT S,

AFEICHBITS. HEECL EEREEL &, 2B/ n7) O HEK L
DI B, NEREDPSBEN LI0EREDO7I VEIPLRIMBHEET. REIOT
Dk, Bz 25 ZA(1gA, 1gD, Igh, 1g6 RN IgM)ic o h, S5icohsd
FEODPOYV T I ZA(PAVE AL T)BIZIEK. [g6-1. 1g62. Ig6-3. KU® Ig6-4.
WM TgA-1, RO [gA-2 )T S B 55 RIEIHO HHR O L SR 2 fEkiE.
INBEVWTNDZ ZABRUOY TS ACBT 28D TH>TH L. BHIREEY
RN,

o, RIEPDOHARREEIBIEFTEDOHIRE DFEAEZHE L TVWAR b, &
hEWEEEWESIN TG E Th>Td K. TTvy Wi IEE/DOTAN A
TH b, BERTERRBLEHERMALL 2B DTH D, ZOEHIE 120D
HEER O L oA ZEEESELERA L DB ERKIN LI v —TH 2. &
AR HRICEE 32 3 DO R (GER 2 COR) PHEEERE L. ¥4
Y —ORE LICHERATIEERL TS, Bib, HEHL LiiEHbETED
@ DR BHURDOTUREAEMIE UTHEEL T\, L LRDS, 1 DOREE
HTHoTHEHERMERIUBHRAL D IFENBMETEH 200D, HiRER
MU, HETIEAZELTVWBZLBHENTNS, fo>T. AERPRICBITS
Db ZHERT 2R EEEIL, Fv I A BFICITE LD, ChicfRExhsd o
Tl HEEHEZIZL 0 R BRESWIRZ2RHB L. BET28802ET
BZEFTHNIE I,

e, BETFIFNCEL MHERLBM(TT X v b NARY—E)HED
€/ 7 0—F)VHRD CR LISLOES& & FREEs 07 ) 2Bk DR EEIRDH:
SRS ICEEHZ T Mubifky &3 2HMBAMTH 5 (F1 2. Jones et
al., Nature 321: 522-525 (1986); Reichmann et al., Nature 332: 323-329
(1988); Presta Curr.0Op.Struct.Biol. 2: 593-596 (1992)%HR), t MMbpukid.
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LYy ERY MREKICEAZ B DR 23 BERTIO B L ICHBFTENRWN
FIJBEEESATHNTH L, BE. COLIR7IVBRBEEOEARZ. i
ROFURERE, - AN % L ) EHICEBLT 3=012Tbh 3. KEHEOAE
Bt MEEOWE SN EERSEE T 2,

Z DD EREBE. ViR & ORGHSEOTEROEYFIEZRET 228
WHETAZLHTED, DL BRBEF. HARFENZ R (Kumkel, Proc.Nat
1.Acad.Sci.USA 82: 488 (1985)%M8). PCRZER, htv PEEZOHEIC LD
TH 2P TED, —RIC. EMERREOWB S N HURZEFREIZ T0% M £
FOIFELULIEL80%M L. &5 F ULIE 0% E(BIZIE BB LE)DT I
J ERERFAR RN - LU E T e Ro ETAHBHE 2 L0 EEEHO 7 X /IR
B3 EET D, RPMEIZBWT, BFIOMEM - ML, YIRS RKR
DEEED X 5 I HEIZIE T 2B, ROFy v 7EALER, wERo
Je DUARTREE LM E (B UFRES) & 7= MU (— IR 2 7 2 RO IO R IC D &
FAUTN—7WHEING 7V BRBE) 757 VBREEOEIG L LTERS I
%o

BHE. RRO7 I VBBREX(DBUKE : ovanf >, AFA=2, 7522,
Nuy\n4yy&049m4yx(m¢ﬁ%mﬁ:yx%4y\ﬂuy\xv
A PANRSXVRTINET I, Q)R : PANSF VBRI NVE I Y
B, (4)HEEM e 2F VU, VI URUTPVF =V, B)HOERICHETIE
E: VYRR o BITO)FEEE: N7 N7y FrY U RT
TIPS DIN—TREELDOT I BORAEOMEICEIESHEEI NS,

RN, B 7= B ONEEH D DNA 2 20 BEBEEORE DY Y A—%H
WG L. BYRT 7 —IRTF—ITHlIAR, 77—V 5472 —ZEERT %o
ZOLE. VU A—OFIT, FIZIAHIRESE Banlll, Acclll ZFDFHMEY Z2E L
THELe TDEI RV A—L LTE, FIZIBZUTOXS REFIZ2ET2dDZ
BIRTBZENTED :
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BamHI AcclIl
GGTGGTGETGGATCCGGTGGTGGTGGTTCTGGCGGCGGCGGCTCCGGAGGTCGTGGTTCT (BlA&E=: 1)
CCACCACCACCTAGGCCACCACCACCAAGACCGCCGCCGCCGAGGCCTCCACCACCAAGA
- GlyGly6lyGlySerGlyGlyGlyGlySerGlyGlyGlyGlySerGlyGlyGlyGlySer (EFIFEHS: 2)

Z DM, RFETH W U152 HIRERZH#MIS & Uik, FlZ 1 Banfl,
AccITI. Alul. EcoRl. HincII. HindIII, Hinfl. Notl. SacI. Sall. Sau3Al. Sm
al. Taql., Xbal. Aatl. Bcll. BstEII. Ehel. Kpnl. Nhel. Pstl, Pvull, Sfil.
Bgll. HaelIll. Hhal, Hpall. Xhol %EHZEIF b N5,

s 77—V 4 7 ) —aBETAHE7 77—V LT M7 77— M3
72— A7 1 77—V A=Y 4T77—=D  TT77—-I, P
177—=Y M2 77—, k77—, X174 77—, AgWES. AB. Charo
n 4A. Charon30 FEZFIRTEIEHTE S,

AR UTHEREA LB RZPUR. FEARRIUHRGIZIE = h—708ExR
BHERENC LD EWE LY ?/\"H‘i%fﬁﬁ{b Us DURDESHE /= 138 8H% o —
R DNAZEBEL, 20 REBEORZD ) v I—Z AW VH-VL OJEIZ D2
TR 7 7=V A4 75V —2EETH, COLE MREACHET S Vla L VHa
hEII—RT2EETFOMIC. HRBICHAT S VHb X VLb 22— R T 38
FEATEZILDBTESLSICVHD O 5 K, KU VLb @ 3’ KigICHIIREER I
X DRBEINBEFNZRIT D BB, FURACOWTDZ A 75 ) —ZHlREER
BamHI. Acclll &DFRHECS 2 U TR L =BaIid. VH O 5 K5I i BanHl
Z, VL @ 3 FKiglzid Acelll 2B LTH <L

HIZ, LRA7 7=V S A 75V —-REFF 77—V 4 72V oI
AEEEEEGAEET (FZE o=V TETEBLEZNZNOS A 7))
—D 77— 3 R(FZIEX, Vaughan et al., Nature Biotechnology 14: 309-314
(1996)2R)H 2V LR 77—V 514 75U —b 5 PR 2 AWVCIEIE U LEE
FHRE) & ) VH—ION VL ROV 2T — kT 5 BETFORMICTRE L)
BREESE. 121X E50 Banl] & AcclIl ORI 2 &L ) v h—Z2 AW =BA R,
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BamHI & Acclll THLIET %, B 5N ehiR BTN T 25k VH-VL lrFrZ2a— K
TAHEGFEPIRACKT2PURT7 77— 3 RO BanHl & Acclll ORI AT 5,
SN X o THAGR LT B HilRDBE 2 IlAEL D discDb D54 75 1) —B
WEETE D,

RFEPZBNT T h— & ZOFicER S W= FEn ZEEOHIR
ZHET 23O TRIFTNIFCRESNT. HIRBERUIFHMAZELTWTSH,
BLTWRLTHE V. Z2TT TRWY Vh—) kid. Hifko HeHW £ 48
L A ZRESZZ) VA 2RAT7 77—V 5472 ) —LICRAIEEEEIC.
sclv & LTHRENBEX DY L h—DT L EEHT 50 2 OREIHISCHIRS
b FE ULIiE30~150bp DE#EEZH L. S 5IZEFFE L I 36~90bp DFH
EZAEL. HICHFE ULIZ45~60bp DEEZEFET 2. o TEWI L A—) &
i, Pk H SHF 2R S L SRR B Z ) O A —TRATRRAS B ZHBAEIT,
— &R (diabody:Db) ZTERKT 2 ) > A—DZ L 2EKR L. TOHEEIXRFICHIEX
NRND, BFE U LI 6~2Thp DEEEZHE L. &5 1I2iF X L < I& 9~21bp DIEE
ZH L. BICIFE LI 12~18bp OBEEET 5,

X, Vla kW VHa 22— R 2EEFO) U H—LIZH IO S Y
TR B R RN 2RI TB L T iz & b VLa-VEb-VLb-VHa % 22— R 2 Wi
ZUH L, BHYRBERT S —~FA L, BRI ZOEYRNEEZIEECEHY
ETZDEI-FTE2ERTEZRAI V-2V TTZZLHTED, PIZIE ik
DI EHRARCHREBICHT 27 7 —JHiRZ 4 75 1) =B\ Banlll K
W AcelIl ZRVWTWAEAEIE. R1EBWTRT LD I ST H DR O#HIBRE:
REAVTHYRREANRNY Y —ICHATHZ LBk, BIEE T 248
LCid. FIZIE. PR CRENICHEEGT AEEDPET SN, PiROEEICL ST
EPEEEE., PIoR MESE, PUATR MEEESETIND, AIZIE Y
A FhA UREERCNT BHUERS A4 75 ) —F AW THEE L biscb 54 75 1)
—IDWTIE. LV NEOANWRARY F—EORT T —=IZHA L, BEY A MAA
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MR I R ¥ A 2 LIC ko TP I =R | biDb ZBIRT 22 L BT
E 20

AFEHED Db ZHB L ODRRZAZMET 2 -DOFIES LEFICHSE
Uit Z X7 ¥ —OBEFEETF TEONBFT BN TIEAOEM 2 W TiTS
ZLHTEB(HIZIE, Sambrook et al., Molecular Cloning, Cold Spring Harh
or Labolatories (1989)%&M), mEMIEE LTk, MEZSORMEN. M,

BERL, EpodifE. Rl X YIS OB AIREE. ARFHO Db 2 RETE
HHRTHNENTNEANEZ LB TE D, Fic. 7V ad )Mbom»rbHZ
% L IHFLEMHIE DT E Lo

REANRT & —&, BEEROBERVHRESHT S 70E—F— F—3I %
=7 —FD1=y FEBOLEDBDH L. HIZE. RBESDOTY =) Y PEOM
EMzETMEE 7285, 77 AI RIS —L UTPBR, pICRTS R %
FIAT 52 DTS lacy trp, tac, tre, A 77— PL, PR&ICHIRT 2 7'
E—-F—DHAARTH S, Ty F—IX—F—L L TiEtrpAfsk., 77—
B3k, rrnB ) AR —<)VRNABRDEDEHNWDL I LB TE S, HEREONT
WABRBOWEMERBHE L THHEICDONTIE, plBl10 R, pC1¥ REDO 7SR 3

FAHENTBY, BALLVEGETZRERICA VT TV -T2 HTE
b0 7HE—F—+ ¥ —I%—%F—L UTapr. npr, auy FHEDHDHFIHT
Eb. 2OM. EFMilEE LTiEya— REFREMHZIE Pseudomonas putida,

P.cepacia %5 ; pKT240 ED 7 ¥ —), 7L ENI F U AB(HIZIE Brevibac
terium lactofermentum ; pAJ4328). 2 V) ANNZ7F Vo LB (#H %213, Corynebact
erium glutamicum4§ ; pCS11, pCB101 %), X h L 7" b 2w 71 X /B (pHV1301. pGK1
E), 27 MFIVZAE(pAMB155), 1 R v b 2E(Rhodococcus rhodochrous
S X b I Nz 7523 R(J.Gen.Microbiol. 138: 1003 (1992))%). X kL
7 h A RE(HIZIE, Streptomyces lividans, S.virginiae & ; plJ486. pKC
1064, pMWL-KS %), =>7ONI I —F, TVUA=TRE. JVEYEZIRE. 7
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07 RE. YIVERZE(Salnonella typhimurium %), £ 7E(Serratia
marcescans). ¥ L ZBIZET 2MEMDEIT SN 5,

ERMEMDHRILR & LTId, Saccharomyces cerevisiae Z7EEE L. YRp R
Yip %, Yp R, YIp ROT7ZSRI REAWERDPAION TN S, F7=z. ADH GAP
DH, PHO. GAL., PGK, ENOEDQ 7O E—4F— + ¥—I 2 —F —DFHAEETH %,
ZDfh. 754 o~ A REMFIZIE. Kluyveromyces lactis £5;2,um %, pKD1
FA, pKI1 R, KARSREDTZ X I ) YVHvho~vAf EXE(BIZIE. Schiz
osaccharomyces pombe £ ; pAUR224 &5 ). F IV who~A L RE(HIZIEL. Zygos
accharomyces rouxii & ; pSB3. MUK, S.cerevisiae H3k PHO5 7o E—4% —&5),
N EXZE(BIZIE, Hansenula polymorpha &%), Y 7JE(#IZIX. Pichia pa
storis &), h>F 1 ¥E(H1Z1E. Candida maltosa, Candida tropicalis, Can
dida utilis, Candida albicans &), 7 X~V & (HIZIE. Aspergillus o
ryzae, Aspergillus niger %), KMV 25NV ~E(HI 21X, Trichoderma rees
el F)FEZARFHORBNRY & —RICBNWTHNWS I LD TED,

Zfh, EPMERZEEE L TCHAVWSEZ L TES, fIZIE, . rvERa
U VY AALE, PN FAR AF 227 R NNOFHEKOBEYMEZ
BELTHILDTEDS, BICR<ASNEZFRL LT Nicotina tabacum 3R DA
fEERAWEDDODHSNTED, ThEAVIBEThEL V. B2 EERSR
THRRICIE. B2, pMONG30 SFEDRBANRD & —% F, #%T ¥ —% Agrobacte
rium tumefaciens HEDHIEICEA TS, ZOMBEEY /N (FZIE Nicotina ta
bacum) ICRREZ VD L. FTEORYARTF REINIQEERLE/IZLHTE
%o

714 2 (Bombyx mori). 77(Aede aegypti, Aedes albopictus), Y=z w¥a N
= (Drosophila melanogaster)ED BHEMIEEZELEL LTHAWAZ LHAHETH S,
FIZIE. I 22N EE. Db Za—RTBDNAZNNF O A WA F—
LBIHAL, ZUAINWRZAA DRI T2 LTI DAA 20K S HE



WO 03/087163 PCT/JP03/04773

15 -
DRNRTF RZEHSH I EPTE S (Nature 316 592-594 (1985))

BYMlEEEEE UTHVWSHEICE. FIZIE pME18S(Med. immunol. 20: 27-
32 (1990)). pEF-BOS(Nucleic Acids Res. 18: 5322 (1990)). pCDMS(Nature 32
9: 840-842 (1987). pRSVneo. pSV2-neo. pcDNAI/Amp(Invitrogen), pcDNAL. pA
MoERC3Sc., pCDM8(Nature 329: 840 (1987)). pAGE107(Cytotechnology 3: 133 (1
990)). pREP4(Invitrogen). pAGE103(J.Biochem. 101: 1307 (1987)). pAMoA. pA
S3-3. pCAGGS(Gene 108: 193-200 (1991)). pBK-CMV, pcDNA3.1(Invirtogen). pZ
eoSV(Stratagene) EDHIERI ¥ —L ULCEITLN2, 70E—F—& LTH.
YA PATOTANVAD [EBETOZ7EE—F —RFZ NP — V40 OF]
HW7oEe—4&— RSV, HIVRUMLYVEDL b DA I)VADLIR, A OF 43R4
YB-7rF . MEET I, ISP FOBYHIREROBETOTOE—F 5%
BIF2LeDTED, 20Mi. LBDOKS VA NANRI S —ZHNEZLHT
Edo VANWANI =L LT, VIRDAS VR, PFIULIVR, 77/
BET ANV NVARZADA VA, TIVZFUAIVA, BY T XTIV P>
EXTALNWA, 5404V A, SV40, HIVEED DNA R UFRNA & 1 )V X B3Z& LS
5o,

BYAIEEL LT, IU2 - Sno—vflapzid, sp2/0, NSO &),
v b Ixo—<ilifa(FiE YB2/05E), DX - N 7Y F—<#lfE, Nualw
a ffR(KIM-1 filg 6 28). b MaRBEA(293 #ifEsE). v b aimmEima (B
ALL-14). CHO #fife. COSAIA=(COS-1, COS-74), N4 R & —iaRENEA(BHK
&), R M)AIKE(IM &), 727 VA8 3 K P)VEEMRE(VERO-76 ), H
BT637 iia. Hela MifE. ¥ =rEMg#iiE(MDCK %), b bAFIEAIE (Hep62 %), ~
D A FUE A (MMT060562 #ifa ). TRI flfa. MRCAMAE. FS3MfEELdH %,

REND F—DBATGEL UL, BHERCNRT F —OBRITKET 55
JBiZDbZa—F 9B NAZEATELZAETHNIE. WINIHNDLZLHTE
o MBS & —2BATHHEL U, ANVT I AL AV ERAWDH
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¥ (Proc.Natl.Acad.Sei. USA 69: 2110 (1972)). 7’1 b 7S5 X b yE(4SEHHE 63-24
820 T AMR). =L U FAR—L —> 3 k(Gene 17: 107 (1982); Molecular&Gene
ral Genetics 168: 111 (1979))&WH b ; BERI~OEAFEL LTiE, =L 7 b
AL —> a¥(Methods in Enzymology, 194: 182 (1990)). X7z 73 X k
¥ (Proc.Natl.Acad. Sei.USA 81: 4889 (1984)). WeE&! 5 v A3k (J.Bacteriol. 1
53: 163 (1983))&h% b 5 MAHIALIZ D\ Tl Agrobacterium 3% (Gene 23: 315
(1983); W089/05859 &), MEFHIWALIRIZ X 2 /41%(W091/00358)&E D015 0% ;
YR~ & —2HATLHEL LTIV 2 PR L —3 =2 > (Cytotechnolo
gy 3:133 (1990)). V VERAIV S MR (HEBESE 2-227075 BAM), VAR7 =7y
2 >y (Proc.Natl. Acad. Sci. USA 84: 7413 (1987); Virology 52: 456 (1973)).
) UER-FIV T AEyEYE. DEAE-F X R b2 Uk, MUDNA S ZAEE W= DNA D

EFFAEEIETF O N5,

LD X5 UTHE SN EREERMRE. fIZIE MTOAETHEET S
EBTES,

TEEGEEEADP R EYCEMMEN T H 2 541E. BEEEM P B LE S
IR, ERF. BEESOLTICHERMEZ2EE L. BEEREREOL=RK
REEFRETEEICT 5 3 O THNIRREE M, SEEHOVWTNTD L, HEEX
B, SR OW TN TIToTd K< EERE. o pl, 5K
BIEDEMHIZ. AV EEGRRAOEE IS UHELYES L RESNES D
DTHBbo Tl BFBEMOTDE—F —ZHVERENT I —IZONWTE, BE
KR LT VT a—P—2EHICENT LRI W ZE lac 70E—F—TH
NiZ IPTG, trp 7HE—F—THNIL TAA L),

BHEMaZETHEE UTHWAIEAIE, & UCid TNM-FH 523 (Pharmin
gen). Sf-900 II SFMiEib(Life Technologies). ExCell400 K7k ExCell405(JRH
Biosciences). Grace’s Insect Medium(Nature 195: 788 (1962))&EZH W52 &
BTE, BDBIB LT VI A YV EOHEWEZRMLUTSH L,



WO 03/087163 PCT/JP03/04773

17 -
TEEEREDS B TH 2 5. —RICEATh TV RPMI1640 B (T
he Journal of American Medical Association 199: 519 (1967)). Eagle @ MEM
Heib(Science 122: 501 (1952)). DMEM #:#h(Virology 8: 396 (1959)). 199 ik
(Proceeding of the Society for the Biological Medicine 73: 1 (1950)), &
TeldE. o DI BSAEFEZRMU Bz FA T2 LD TE 5, HRld@
BOSM. FIZIE. pH6~8. 30~40°C. b%CO,FAETTITO I LD TE S, 2D
. BB UHFA v, 2V ) VEOHEYEZEBICEHENL TS L,

CDESITUTHRONERFEPD Db ik, BFEMEN. Xk, 7 FVkdsz
FWTHIRgSNC i S B =B A IR MED S Bl U, EEMICHPBRR ) R 7
FRELVTUBR TR L TED, RUARTF FOSHE. BERIZ, —BEICMH A
Ehad, 7axbbI7S74— Z40VF— RINEE, . SR, B
Hy 7R, . SDS-RY 72 )7 X R NVERIKE. FERESIKE.
BT ARG EEEERRL, BB U GEAR2 ZLITL DTS2
BC&EDo VAR NI 274 =L LT, 77427 4—0BXNITZT 4—,
AA B NS 74— BKE IO NS T 40— TIViEE, #HED
O M7 40— REZOS NS 7 4 —EDPEIT SN S(Strategies for Pro
tein Purification and Charcterization: A Laboratoy Course Manual, Daniel
R.Marshak et al. eds., Cold Spring Harbor Laboratory Press (1996) ; Antibo
dies: A Laboratoy Course Manual, Harlow and David Lane eds., Cold Spring
Harbor Laboratory Press (1988)), chobdpru~ 7 7 4 —id, HPLC % FPL
CHEDOWMHI/ O M2 74 —2HANWTITS LD TED, £ REHDO Db &
FRICHLTHEET 2220, HRE~OKEHEMNALUTHERETZ e
TH Do

BT, BREBIELERD schb 1 75 ) —DERGTECBNTHAND 2L BT
&5, (12 DOV E®EE 22— F U, — /5 DR RFEE & /5 o v 2 3k el
[REERIWNINIZ G T2 V) VA —TRIFh TV D ERTF. RO(11)2 DDOHUAT
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2R E I — R L. Z O I RIREERTIBE AL 2 A0 L e B8 inFItBE T 2. &
NS DERFEED scDb T4 75 ) —DERIC BT 2 &2 58 5T ORI EHEEIX
fFE LI, scfv & UTHEBE I NS & S5 ICEHR A & BT 2R & PRV

Uyﬁ—f%ﬁéh1m5%@f@%géj::; ;:ﬂJDit@uUé§
DRI Y —BNNIF VA7 77—V a2— MEHERAG(Snith, Science 228: 13
15 (1985); Scott and Smith, Science 249: 386 (1990); Cwirla et al., Proc.
Natl.Acad.Sci.USA 8: 309 (1990); Devlin et al., Science 249: 404 (1990);
Wells and Lowman, Curr.Opin.Struct.Biol. 2: 597 (1992);kEFR&FEE 5,223,4
09 B)EDHEE LD 7 7 —VRFRELICT A ATVAIE, TART VA&
NE=R7TF RORFEBICLIDBIRT B2 LICE D, ZhEI—RI38ERTFEH
RKIZoh2 LW HTERNTH %,
(DER(IDOFEET. itk RBEFE2EUHIRS 1 75 ) —2HIREERL
L. BT 2 TREHED 4 DOVR EEEZ 22— F U, 1 HE OHfET
ZHEIR Y 2 FHHODVUKTEEEOB, KU 3 &FEOHRT AR & 4 FB Ofidk
HZEIRO M I HIIRE RV AR T 2B ET2E/L LD TEL, 2DX
HIREEFIEBNT, 1 FHL 2FBHOTKRIEEBOMKACIFRL 4BHD
TR EEBOBZEN) > A —7T, 2FH L IHEOTRTZEEBOMZ R
Vo h—THEL. BD, 1 BEHPE—OHRICN T2 BE LR, 2 FEHH
ZOHRIC T 2 RE WA E. SBEPE_OHURICH T ZEHTEEE. £
LT ABEHPE—OHRICN T 2 BRI EEBOETIHEATND &, Th2 R
SREBHCZRHRESHET A TRT 421G LD TE D,

AFERE. COLIBRBLETFEIUNII—RIFA T ) —, BT, ZKl
GBFIELIDOA—RINBZIRTF F2BRdDTH %0

AFEHRIE E /=
(@) PRI 3 2 g M 2 pE i & BT tEI & . HIRBERUIMT ALY 2 DRI L
ETHENVWI VA—ICL WG LETIRY 77—V 54 75 ) —&ET % TR,

=i
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W) ER77—V354T72)—=XBFHE 77—V 5475 ) =P oI N ErEHE
WxEEUEETFE2HIRERTUHET 2 TR, KU

(c) LRMEIZ KR D BONEZTISTAV MRV SAT—2arT5ILICLD,
AIEMEME D) Y A—EEW) AT TS TE

BEDHHET A 75 ) —NERENY ¥ —DIERGTEZRIET 2, TOHEICK

D, ARFEHPD scDb 541 75 1) —DIERTEE —RHEEDD NEHATEHI DTS

Bo BIZIE 77—V 4 75 ) —REERIC) U A-—AIHIZIE. TR X IR

BamHI ¥4 » (TFHRER) & —fEAERI TH <o

GlyGly61y6lySerGlyGlyG1yGlySerGlyGlyGlyGlySerGlyGlyGlyGlySer (BEFIFES: 3)
GGTGGTGGTEEATCCCGTGGTGGTCGTTCTGGLGGCEGCEGCTCCEGAGGTGGTGGATCC (BrA TR 4)

Rz, LEo7 77—V 5473 )-XEBF 77—V 7477 ) - o@RT
AEEEZEOEET B, SV PETERELEZENZhOS A 735
—D77—VIRHINELR T PS4 TSV -5 PR EAVWTHEIELZ
BiaT2E) %, Banlll AL, BRI ¥ZZLTY U A—DESE 2 scfy
F®D2BREDSFA PHRT 4 ICRHED b HE
( “GGTGGTGGTGGATCC (Ft5I&S : 5)7
ZE b a—Rr&EN2"6lyGlyGlyGlySer (EFIRS : 6) ")CT 52 &HHIkB,
35 LT k=254 EaTE2E0 VL-VHETRE 2 Y BRI & —IZH AT
B L& o CHEMEERIEEIC D 2R ) —=0 0952 LIRS FIZE
YA FAAVREERCNT 2RS4 75 ) —2 AW THELEZD 54 75 ) —
L MOUAIVARZ S =TEA L, BEY A A4 AREEIERE I e
BBZLWELoTC7I=R MIb ZBIRTH LD TED,

AFEBAD scDb ik, FERA SN TV 2L RRIETUR L FRRIC, RERH. 1R K
PHBEZEIREIC L 2BMEOBERIBICBVWTCEATH D FIZE. BBk
ERTHEOMBEBEMZFRT D20, V7F U 7Yany e LT, MRER
Fl| 4 o0 3EH 2 BEHC RPN B W TEIZ R UCEIR T 2720, BRIC K DIEE
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fbEhz7n RSy 7 E2ERHBAIIC BV THEERICER T 5720, BREORED
WA, EREZAERIOE L CRREEGREFET /-0, ARERE2IE
SIS ORI ER T 2 - 0%, RARIBERENDPEZ 5N D,
COLIIRBEERNTERASINDAREHED Db 2SO EFEHBRE, BEITIS U,
ZNBITH U T RIEME Y 2RI RF A I MR, BRSE LR U TEA
T2 eHBTED, IR WEAKCEEARK, ZEA. BEHL BRI
F(7RIVE VB, BEA() VB 7 VR mOBEHERE). BIEAL R
EIEMERI(PEG. Twveen %), ¥ L — MAI(EDTA ). HEEHISERBITEZ LB TE D,
. ZOMDESFREOR)RTF R, MFE P NVT IV, €S FUomEI0
T UEDQERE., V)Y TNV, TANRIF U TIVFUETY Y
VEOT I B SRERCEESEOHESRAK Y, = e VILE b
WEDHET N I—)VEBATNTE LW HHADKBERE T 255G FIZ
ZEBRIEAK, TR UECZOMORMPEESLERK. HIAIEE D-VIVE b—
o D=V =R, D-v = bbb, T MU D ADBIT LN, EY AR
&l PIZE7N 2 —(s ) —VE) R)7va—=u(7oel >y 7)) a—)b,
PEG £5). JEA A HEFREFEERI (R ) VIb_— b 800 HC0-50)&F & Ot L TH L\,
Fay RBEGUARRHO D 2 7047 )V (e FAOFTAF)VED—
A, BIZFU RV AFNAG T INVRIFEDRA IO h TV )THALED,
04 RRZVIFUNY =V RFL(VRY—L, PVTIVITIDRAT =7,
RAnIvNYar, FIRTREF S ATENVE)LTBILHTES("Reni
ngton’ s Pharmaceutical Science 16™ edition”, 0slo Ed. (1980)%£&Hg), X5
2. SEHIZREEOFER E TEHELAMTH D RFEHD Db IZH#H LHE S (Lan
ger et al., J.Biomed.Mater.Res. 15: 167-277 (1981); Langer, chem.Tech. 1
2: 98-105 (1982);KE'RFFES 3,773,919 5 ; BRI HHEEZABA (EP) &5 58,481 55
Sidman et al., Biopolymers 22: 547-556 (1983);EP &5 133,988 5),
BEANOHESE. FELUEEHesaBElcLvITDh, FIZIEE BlRPAES.
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HIRPIEST. R TEHSOITH, BER. BREX. HA. BREFLEEREOZD
EERIC X D UEBECLAHDOFEICLDITNWES. BRERBR. BEOKRE. FH.
PR OTEL, FER, BEHEEOBLOBERICL VBT P, YEHFTHNIZ
UGB EMEEINT AN TED,

¥/, AEPO Db 22— R T EEETFEEGTRRANRY ¥ —ICHAA, &=
FEBERITO L HELOND, HEGAHEE LU TIE naked 77 X I FIC KD E
BREOM, VEYV—LABINv =D 7T B, L MO IVART F—
PFREIGANWARY F— DIV ZTPIAL VARG F—, By T AT AR
H—. PF) UL INWREENRT S — W RT Y —EDEE DA IWART F—L
LT T B 7 (Adolph Pro 4 )V A% ) hikg , CRC Press, Florid (1996)%:3).
¥k, 204 RERKFHO Y —XHEERICHE (W093/17T706 F) LTiks5 952 &
DTED, LELEaLKS, BERALBNT D BRAIN, ZOERAZRIETES
BRDWHERBITHEICLDIRE LT Lo FF U IE. HYRIER ORERS (FHIRPA.
REMER. REF. R, TEISMEA. FLAREMA. BAZZEHRAROREZEN T
DR, AL FREEARFERR TEEE(ETFHRSICL D). REESRIE
BENTIHES)CID+oREVIREEIND, ex vivollBWTIRY—4
SUR7 = vav, RTEHERCRERTTE 4,945,050 ), Lzldv A VAR
s R U C VAR R OB 38 AT 1 5 LT, Bl 2 D FRMA 3
LI D ARFEHD DD 22— RTBBETEHREFLTH Lo

ARHFIAD Db IZEERAEATICANWIZ L TE D, ZDEDITE. DbO—7
ORI ZEIBIEEER FoBREEZHEE LRV E b —7%, Z LT EE
RICEE T2 XD G 2RHM T2 LD EkE T2, FIZE g6 7z ) F 2,
HRP RUNFIVE L EZRMT 2D Z2EFEI LD TED,

F/=. AFBAD Dbk in vivo K in vitrolZ BT 2L DEIROFEEZETNIC
FAWAZ b AETH Do BHIZIE. Db O—JF OHURT] 2 & FEE i i fR 2y

BRBS2RM T2 L5 L. A FRBTERRY—I—IHEET 5 LD ITRE
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THIEDHTED, RITRER—h—& Ui EREME(FI 2 " HC
Wp. E B, BAAR(TINVALEA . VT2 ) VE) EVIRES
AEER(AVF AT TR — b B=FIVE) PVAVER77E—¥, B-H
7 N F—¥, RPEDNHOBHELEZZTH L HTE. DboIns DWE
L DFEE R UCMIE A DA BEI > THTH 2 LW T E 5 (Hunter et al., Natur
e 144: 945 (1962); David et al., Biochemistry 13: 1014 (1974); Pain et a
1., J.Immunol.Meth. 40: 219 (1981); Nygen, J.Histochem and Cytochem 30: 4
07 (1982)81).

ZD XD I TEERYE IR U TR 2B T 2 ARFEBO Db &, FEHiS &
A, EER R ORERRY Y R4 v FRgaii (BLISA 88), feRikkEair(lola,
"Monoclonal Antibodies: A Manual of Techniques”, pp.147-158, CRC Press I
nc. (1987))%z22L, BWLOAMIZBNTHND I LHTE S,

1

[3X] TF D ] 7 B B

M1k, PUR A BICH§ 2 RN scDb 24 75 ) —OHETG EZ B
TIKTH 5o

B2k, 77—YHkSA 7S5V =050 Db 24 75 —OREETEE B
KrnITKTH D,

EEE FOFIH O lgEE

RFEEBC L D, FHRZRREM scDb 24 75 ) —DBEEIPREt SN D KR
BOFECLD, ZREE scDb 4 73 ) —ZschvD7 7=V 2475 —b
B IEHE R L LI — BRI K DR T 2 S e DT E %o Ty REHE. 7
7=VHhT A T Ve VRICL o TR L iR 0 — 22— L
THYHIAHE DRENY & —ICB T HEZRET2HDTH %,
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& 3K (D & [

1. 2O0OHKEIZMEEZ I — 8 L. —75 QYA 2585 & 75 OF R T 2 58 15
DHIREER VIS 2E 32 1) V A—THRIENTW S EIE T

2. D2 h—ICHIIRERIMEAID 2 DU FEET A 2 & 2R e T 585KIH 1
SLHOEETF o

3. 2 DDOHAKRIEEHRO—ADPEFEUEERTH b, M5 PREE LRI T H
BHEERIE 1 & 7213 2 R DEIEFo

4. 2DOOMEAEEHEIEND U A—TRHIEN TV Z L Z2R# L T 25 RIE
1 ~3 DT hhritEOBERLRT.
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SEQUENCE LISTING

<110> CHUGAI SEIYAKU KABUSHIKI KAISHA

<120> A method for scDb library construction

<130> C1-A0203P

<140>
<141>

<150> JP 2002-112369
<151> 2002-04-15

<160> 6

<170> PatentIn Ver. 2.1

<210> 1

<211> 60

<212> DNA

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:linker
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<400> 1

getggtggte gatccggtge tggtggttct ggeggeggeg geteeggagg teggteggtict 60

<210> 2
211> 20
<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:linker

<400> 2
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10 5

Gly Gly Gly Ser
20

<210> 3
<211> 60
<212> DNA

<213> Artificial Sequence

<220>
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<223> Description of Artificial Sequence:linker

<400> 3

ggtegtggte gatccggtgs tggtggtict ggegeegees getecggage tggtggatee 60

<210> 4
211> 20
<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:linker

<400> 4
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10 15

Gly Gly Gly Ser
’ 20

<210> 5
211> 15
<212> DNA

<213> Artificial Sequence
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<220>

- <223> Description of Artificial Sequence:linker

<400> 5

ggtggtegte gatcec 15

<210> 6
211> 5
<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:linker

<400> 6
Gly Gly Gly Gly Ser
1 5
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